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Introduction

Sebaceous glands are widely distributed in the surface 
tissues of the human body. They are most abundant in the 
face and scalp, with a few glands in the chest and abdomen 

and with the fewest glands in the limbs. Sebaceous glands 
are closely related to hair follicles and form follicular 
sebaceous gland organs, most commonly in the face and 
scalp, but occasionally in abnormal areas. Ectopic sebaceous 
glands were first reported by Fordyce in 1896 as small 
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Case Description: In this paper, we report the case of a 59-year-old female who underwent an endoscopy 
for acid reflux. Under the endoscopy, multiple scattered yellow-white protrusions were observed in the 
esophageal mucosa and were considered proliferative. A pathological biopsy confirmed ectopic esophageal 
sebaceous glands. As the disease was benign, endoscopic therapy was not required, and the patient’s prognosis 
was good. 
Conclusions: We summarized its endoscopic characteristics as follows: a number of yellow and white 
lobulated plaques, some central punctate protrusions, and secretory duct openings; overall, this represents 
the unique morphology of esophageal sebaceous gland. To avoid misdiagnosis and unnecessary treatment, 
endoscopic doctors should improve their understanding of the disease. Given that most primary hospitals 
in China do not have a pathology department, it is particularly important that doctors understand the 
endoscopic characteristics of the lesion. It should be noted that no clear lesions were found in the first 
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unknown, but based on the morphological characteristics of the lesion in this case, we speculated that it may 
have originated from metaplasia of the squamous epithelium of the esophagus.
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yellow nodules in the mouth, lips, and rare genital mucosa, 
and were named Fordys spots (1). Ectopic sebaceous glands 
are mostly found in tissues and organs of ectodermal origin, 
including the lips, mouth, and palms; however ectodermal 
origin sebaceous glands are extremely rare in the esophagus. 
The earliest cases of esophageal sebaceous ectopicism were 
first reported by De La Pava in 1962 (2). Since 1978, all 
cases of the disease have been detected in living patients by 
endoscopy, but the disease is still very rare. We here report 
a case of ectopic esophageal sebaceous glands in accordance 

with the CARE reporting checklist (available at https://dmr.
amegroups.com/article/view/10.21037/dmr-22-48/rc).

Case presentation

A 59-year-old female with a history of >10 years of thyroid 
nodules was admitted to the hospital, as she had been 
suffering from pain in front of the neck for >2 weeks. 
She had experienced subacute thyroiditis >30 years 
ago. At that time, she was treated with hormones and 
traditional Chinese medicine for about 1–2 years. Based 
on the patient’s thyroid color ultrasound that suggested 
inflammatory lesions, thyroid electroconvulsive therapy 
examination results, and history, a diagnosis of subacute 
thyroiditis was considered. Due to the patient’s complaint 
of recent frequent acid reflux, she underwent an upper 
endoscopy at The Seventh Affiliated Hospital of Sun Yat-
sen University in February 2022.

An esophagogastroduodenoscopy showed yellow-
white granular hyperplasia on the mucosal surface, where 
the esophagus was about 25–30 cm from the incisor (see  
Figure 1). The mucosa of gastric antrum was hyperemic 
and red, with ≥6-spot flaky erosions. The following 
endoscopic diagnosis was made: (I) chronic superficial 
gastritis with erosions (grade III); (II) esophageal granular 
hyperplasia. The pathological examination revealed a 
yellowish, nearly round piece of esophageal mucosa,  
0.1 cm in diameter, slightly irregular in shape, with a 
concave and convex surface that was soft to the touch. 
Under light microscopy, the examined tissue was observed 
to be covered with squamous epithelium. In the squamous 
epithelium, there were multiple focal lobular hyperplasia, 
lipid-containing, cytoplasmic foam sebaceous cells, which 
had a clear boundary with the squamous epithelium, 
accompanied by chronic inflammatory infiltration. The 
pathological diagnosis was ectopic esophageal sebaceous 
glands. After antigastritis treatment, the patient’s symptoms 
improved significantly. The patient continues to regularly 
visit the Endocrinology Department of our hospital so 
that her thyroid condition can be reviewed. All procedures 
performed in this study were in accordance with the ethical 
standards of the institutional and/or national research 
committee(s) and with the Declaration of Helsinki (as 
revised in 2013). Written informed consent was obtained 

Highlight box

Key findings
•	 Our study reports a rare disease of ectopic esophageal sebaceous 

glands, and summarized its endoscopic characteristics.

What is known and what is new?
•	 Ectopic esophageal sebaceous glands are really rare, and may be 

misdiagnosed with some other tumor disease. It is important to 
recognize its clinicopathological features.

•	 Our manuscript report here about a case of ectopic esophageal 
sebaceous glands, then discussed the possible pathogenesis.

What is the implication, and what should change now?
•	 Through understanding the pathologic features of this disease, 

more ectopic esophageal sebaceous glands should be recognized 
and learned.

Figure 1 Endoscopic performance of esophageal ectopic 
sebaceous glands. Multiple tiny yellow lesions were observed 
in the middle and lower part of the esophagus (triangles), with 
prominent white spots (arrow) visible in the center, which are 
characteristics of this lesion. 
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Figure 2 Biopsy pathology of esophageal ectopic sebaceous glands. (A) A small squamous epithelium, normal epithelial cell morphology, 
and interstitial dispersion in inflammatory cell infiltration were observed, but no other specific pathological changes were observed 
(hematoxylin-eosin; scale bars =625 μm). (B) Following deep cut slices, a lobed cell nest was observed in the squamous epithelium and under 
the epithelium, the lobules were observed to contain large ovoid cells with clear vacuolated cytoplasm and small nuclei, and the central solid 
chromatin the cells were mild and exhibited normal sebaceous cell differentiation (arrows) (hematoxylin-eosin; scale bars =625 μm). (C) An 
abnormal sebaceous duct opening on the surface of the esophageal squamous epithelium was observed, which is the characteristic feature of 
digestive endoscopy (hematoxylin-eosin; scale bars =200 μm).

from the patient for publication of this case report and 
accompanying images. A copy of the written consent is 
available for review by the editorial office of this journal.

Discussion

Ectopic esophageal sebaceous glands have only been 
observed rarely in clinical settings. In 1962, De La Pava 
examined 200 autopsy cases and was the first to report 
4 cases of esophageal sebaceous adenosis (2). As upper 
gastrointestinal endoscopies have become more common, 
reports of esophageal sebaceous ectopia have increased, 
but most studies on the disease are reported on a case-
by-case basis (3-5). In this case, the patient was an older 
adult woman who attended hospital for examination, 
complaining of gastrointestinal symptoms. The patient’s 
lesion was located in the middle and lower part of the 
esophagus, which is consistent with descriptions in the 
literature (6,7). Multiple yellowish-white papules or nodules 
were observed on the surface of the esophageal mucosa 
endoscopically. According to reports in the literature, the 
digestive endoscopic characteristics of this lesion are mostly 
multifocal, and a few are single focal (5).

Endoscopists need to understand the ectopic esophageal 

sebaceous glands to prevent misdiagnosis (8). As most 
primary hospitals in China have no pathology department, 
this endoscopic feature is of great significance in preventing 
the clinical misdiagnosis of lesions. The disease is relatively 
rare and needs to be differentiated from fungal infections, 
xanthelasma, and granular cell tumors. Magnifying 
endoscopy with narrow-band imaging may help to 
differentiate among these conditions (9).

Ectopic sebaceous glands may continue to perform their 
secretory functions, and to date, no associated symptoms 
have been reported. There is currently no evidence of 
an association between esophageal sebaceous ectopia 
and other diseases, such as gastroesophageal reflux and 
hyperlipidemia. In conclusion, ectopic esophageal sebaceous 
glands do not cause clinical symptoms, generally do not 
require treatment, and have a good prognosis provided 
there is a clear pathological diagnosis (10,11).

The histopathological examination results in this case 
revealed that the squamous intraepithelial morphology of 
the esophageal mucosa was generally normal, and there 
was only a small amount of inflammatory cell infiltration 
(see Figure 2A). After reviewing the gastrointestinal lens 
images, we decided to make a deep paraffin section. In 
this pathological section, well-differentiated sebaceous 
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gland components were observed in the mucosal layer of 
the esophagus, and the sebaceous glands were observed 
to be partially wrapped around the scaly epithelium (see 
Figure 2B). In some cases, a small tubular opening may be 
microscopically observed in the center of the nodule as a 
small white protrusion that is an opening for a secretory 
catheter, and this characteristic is unique to the morphology 
of this lesion (4). This characteristic change was also 
observed in our case (see Figure 2C).

At present, there are 2 main hypotheses as to the origin 
of ectopic esophageal sebaceous glands (1). The first 
hypothesis is based on the theory of embryonic tissue 
dislocation, which holds that the disease is caused by an 
abnormal dislocation of sebaceous gland tissue during 
the development of the esophagus embryo. However, 
histoembryologists contend that the esophagus is an 
endoderm-derived tissue organ, while the sebaceous glands 
belong to the ectodermal source. Notably, no cases of 
esophageal sebaceous asteroid ectopia were found in a study 
examining the autopsies of 1,000 children (12). The second 
hypothesis is based on the metaplasia theory, which holds 
that the sebaceous glands are stimulated by factors such 
as gastric acid, chronic inflammation by the epithelium, 
or glandularization of the esophagus itself, which can be 
divided into 2 metaplastic sources. 

One view is that sebaceous glands arise from submucosal 
glands inherent in the esophagus. It has been reported 
that the distribution and arrangement of sebaceous glands 
in the esophagus is very similar to the arrangement 
of submucosal glands, and the number of submucosal 
glands and ducts of the esophagus is comparable to the 
number of ectopic sebaceous glands (13). However, this 
conclusion has not been confirmed in many studies, and 
the submucosal glands of the esophagus are located in the 
submucosal layer. It is difficult to penetrate the mucosal 
muscle layer to the mucosal lamina, and the sebaceous 
glands are mostly located in the mucosal lamina. Another 
view is that the sebaceous glands are metaplasia from the 
scaly epithelium of the esophagus. Evidence supporting 
this view is that ectopic sebaceous glands are mostly located 
in the middle and lower esophagus, consistent with the 
lesion locations in the vast majority of reported cases, and 
the sebaceous glands are mostly located in the esophageal 
mucosa intrinsic layer, squamous subepithelial, and closely 
linked to the esophageal epithelium. This is consistent with 
the phenomenon observed in our reported case of a close 
relationship between the ectopic sebaceous glands and 
squamous epithelium.

Conclusions

In summary, we believe that it is very likely that the disease 
originates from the squamous epithelium of the esophagus, 
and there may be pluripotent stem cells with multiple 
differentiation potential in the squamous epithelial tissue 
are metamorphosed into sebaceous glands under the 
action of certain factors, with male hormones, for instance, 
potentially being one of the participating mechanisms. Male 
hormones play an important role in the development of 
human sebaceous glands. This also appears to explain why 
the disease occurs in adults and is more common in males 
than in females (10). However, the exact histological origin, 
etiology, and pathogenesis of the lesion have yet to be 
confirmed.
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